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L, INVENTOR, declare and say: 

1 . 1 am a co-inventor of the invention disclosed and claimed in the above- 
identified patent application, and an expert in the field of animal endocrinology. 

2, 1 am Head of the Animal Biotechnology Division, at the Center for Genetic 
>d Bi <c hnc og Havana, Cuba. 



3. As an expert, 1 have been contacted by officials from Assignee asking my 
opinion whether a person of average skill in the art of animal endocrinology would 
understand at the priority date of the above-identified patent application, he. January 24, 
2002, that GHRP-5 when administered to fish would have the same repertoire of effects as 
described for 2-ac.ylarni«opropartamide sscretagogues. 



4 . In addition, I have been asked by officials from Assignee to provide my 

opinion on the issue whether a person, of average skill m the art of ansma! endocrinology 
■would understand at the priority date of the above-identified patent application, i.e. January 
24, 2002, that GHRP-6 when administered to fish would have the same repertoire of effects 
as the .. 

5. Further, I have been asked by officials from Assignee to provide my opinion 
on the issue whether a person of average skill in the art of animal endocrinology who is 
familiar with the known and potential uses of growth hormone such as stimulation of the 
immune system in companion animals and who is aware of the fact that the administration of 
2-acylaminopropanamide secreta jgue f< t p rpose- of stimulating the- release of 
endogenous growth hormone can have the same effects or uses as growth hormone itself 
wotiid understand at the priority date of the above-identified patent application, he. January 
24, 2002, that the administration of a GHRP-6 to fish and crustaceans would result in 
stimulating resistance to diseases in these animal's. 

6. I have read and understood 

- the specification and claims of US Serial No. 1 0/501,697; 

- she Office communications as issued by the USPTO on 07/22/2009; 

- the disclosure ofHipskind et ai (US 577344!), and 

- the set of claims as filed on 05/08/2009. 

7. The question pertains to the issue whether it would be obvious the person 
skilled in the art of animal endocrinology and who is aware of the teaching ofHipskind et al. 
to use GHRP-6 for stimulating the resistance to diseases in fish and crustaceans; or to use 
GHRP-6 for decreasing the intensity and extension of pathogen invasion in fish and 

crustaceans. 

8. First, it should be noted that there is a distinction between the "prophylactic 
use" of GHRP-6 according to the present invention through "stimulation of resistance to 
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disease ; t and crustaceans, and the "therape i t totally different g p of 
>v . s s f ^>t i s e\ u v S-..1 I Hip&kmd. 

9. . te o I ^ !f , Ji m ?':ri], uppre ed human subjects are 

treatable with gro i vaone. That is not surpi i ca e it is k; < r tl 5 "he popish,] 

^ 1 k j 1 11 1 ! iui 'h n socolumn2, 

■ - ~ \ \ ■. - \ \ n I 1 i n s , 1 w < i tii' r 1 )■ r« \>sn m 

u no i i 1 it j ! 1 1 1 1 ii n r 1 ' if 1 < i'- - \* nit h is quite 

something dt n- t . ii - ' u.rt tncc 10 diseases. The teaching of .Hipskind is 

directed to hon-peptidyl 2-acyteminopropanam ide secretogogues (vide column 42. line 64 of 
Hipskind). I Eipskind merely refers to the tact that GHR.P-6 is a growth hormone releasing 
peptide that may be used in co initiation then in fyi 2-a iminopropanamid 
secretagogues. Hipskind docs not provide any new incites into the effects ofGHRP-6, and 
does not indicate anything about the effect of GHRP-B in other species than humans. 



10. With respect to growth hormones in general, Hipskind slates that the 
"comp inds cmp!< ed m itiv.u v >i _r foio t in ■ kKwiof 

endogenous growth hormone can have the same effects or uses as growth "hormone itself. 
These varied uses of growth hormone may be summarized as follows:" (following is an 
elaboration of the various known effects of growth hormones). The term "compounds" 
should be understood in the context of column 2. line 47 of Hipskind, where the term is used 
^ ^ I 1 !1 1 i ' ( > u 1 nd 
^ i v ■ 1 \ t. - o . < 1 \ s 1 , m m lodGHRP-6p ie 



Hipskind also states that 2-acyiatrdnopnspanamide secretogogues can have the 
u- no:-' as yowvto homtencs. such as treating immuno-suppressed patients 
ines 44-45), The skilled person, who reads the disclosure of Hipskind will 
conclude from column 43, Ikies 44-45 that GHRP-6 will stimulate resistance to 
ih -md crustaceans, it cannot possibly be that the Us 4 thereto is provided by the 
:e to the phrasing that the' :i cernpou«ds employed in the present .invention are 
human pharmaceutical use* as well as veterinary uses, particularly in cattle, 



swine, sheep, poultry and fish." After ail at the time of Hipskind there was no evidence ax all 
in t en fii % <■ 1 > ' fish woule. he useful. 

12. f note that Hipskind et a! do not teach that i) fish are treatable with GHRP-6; 
ii) that GHRP-6 is an effective agent in animal husbandry; Hi) that GHRP-6 is orally active; 
or iv) that GHRP-6 stimulates resistance to disease. Hence. Hipskind does not and cannot 
teach or suggest that GHRP-6 will stimulate resistance to diseases in fish and crustaceans. 
After a!!, it was not known at the time the Hipskind application was filed (1996) that a 
receptor for Gi iRP-6 was present in fish, 

1 3. In order to substantiate that the present of a receptor for GHRP-6 in fish (now 
known as the ghrelin receptor) was unknown at the time of Hipskind, I enclose a review 
paper of Kaiya ct al. 2008 (copy enclosed), entitled: "Ghrelin: A multifunctional hormone in 
non-mammalian vertebrates". I particularly point at the left column of page 1 18 of that article 

where it is stated that: 

inso , > ' 'i o i' i in ^'r GlfS-R been reported in nu specie* of 

teleosls, black seabream unci apufferfish, and in a bird, chicken (Figs. 3 and 4). In 

if, i.f- Sk V i ■> 1 v i > ' s i ^ l i "c hid' < < !>ld 

h a puff'etfi ? ' V"' oldest i ! ! < < < > > >< SB? (37 >! m > hm 

been reported (Pidriu; el u! . 3.000) " 

14. Thus, at the time the Hipskind application was filed (1996) the ghrelin 
receptor in fish was not known. The first sequence for the ghrelin receptor (GHS-R) in fish 

ml dr i ii > ! i m -n, 1 1 k ~m< i ' vi! I d 1 rt 

al stat on page 166, right column: 

r, „, al! \<.l o ?r , ^'j r , t t ~ r , \ > f<??om and ,m tti r < 't 1 ^ 
tin <ih"s d {H'/i >n? >., £ > ' r t i *' \tcl Of JtrtH? 

proof the collective eviderjee dial r, -ppoi fs comen .... n ■ da pin ■<>, dogh U\ 
important <!» ai !,#<•<< < ' - < ~ > 1 i <\ '» 
Thus K a ^ >. k - r i > , " s -I - - ; , fi i h ul I -r <. _ i ItrtGld 
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Rccep tor. 



15, Hence, Hipskind and his coworker could not possibly know at the priority date 
whether GBRP-6 was abie to interact with the receptor in rlsh or not. This moans that the 
suggested use by Hipskind of the 2-acylaminoproparsamide secretogogues in fish {see column 
X Hues 60 - 65), for which the Hipskind disclosure provides not a single basis, will certainly 
not give the idea to the skilled person to use CHRP- 6 in fish, let alone that the skilled person 
would be motivated to use GHRP-6 for stimulating the resistance to diseases in fish and 
crustaceans: or to use GHRP-6 for decreasing the intensity and extension of pathogen 
invasion in fish and crusraecim.v. 

16, A potential therapy based on 2-acylaminopropanamides as disclosed in 

Hipskind can provide no prediction for an efficacy of a similar therapy based on a GHRP-6. 
Now that Hipskind also does not disclose the stimulation of resistance to diseases" in fish and 
crustaceans by GHRP-6, ! am of the opinion that the claims are not obvious in view of 
Hipskind et al. 

! 1. 1 hereby declare that ait statements made herein of my own knowledge are 
true, and that all statements made on information and belief are believed to be true. Further 
that these statements were made with the knowledge that willfully false statements, and the 
like, made are punishable by fine or imprisonment or both under Section 1001 of Title 18 of 
the United States Code, and that such willfully false statements may jeopardize the validity of 
the application of any patent issued thereon. 
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